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LK, LR, LS, LT, LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ, NA, NI 
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MC, NL, PT, RO, SE, SI, SK, TR, BF, BJ, CF, CG, CI, CM, GA, GN, 

GQ, GW, ML, MR, NE, SN, TD, TG 

EP 1594470 ' A2 20051116 EP 2004-712297 20040218 

R: AT, BE, CH, DE , DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 

IE, SI, LT, LV, FI, RO, MK, CY, AL, TR, BG, CZ, EE, HU, SK 



JP 2006523620 
MX 2005PA08838 
NO 2005004015 
PRIORITY APPLN. INFO 



T 20061019 JP 2006-503623 20040218 

A 20060217 MX 2005-PA8838 20050819 

A 20050916 NO 2005-4015 20050830 

US 2003-447741P P 20030219 

WO 2004-US4572 W 20040218 

AB The invention provides for a rapid absorption pharmaceutical composition 
comprising an effective amount of at least one selective 5- 
HT agonist, at least one spheronization aid and at least 

one solubility enhancer. The composition of the invention is incorporated into 
microparticles, which may be subsequently taste-masked and 
incorporated into a variety of dosage forms for administration to a 
patient suffering from migraine. Uncoated 
microparticles contained sumatriptan succinate 30, 

glyceryl palmitostearate 65, and Macrogol fatty acid esters (Gelucire 
50/13) 5%. 
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Flamel Technologies, Fr. 

PCT Int. Appl. , 50pp. 
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RU, 
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AG, 
CO, 
GH, 
KZ, 
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SC, 
UG, 
BE, 
IT, 
CG, 
KE, 
KZ, 
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GM, 
LA, 
MY, 
SD, 
US, 
BG, 
LT, 
CI, 
LS, 
MD, 



A2 
A3 
AM, 
CU, 
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MZ, 
SE, 

uz, 

CH, 
LU, 
CM, 
MW, 
RU, 
Al 



20070405 
20070524 
AT, AU, AZ # 
DE, 
HU, 
LR, 
NG, 
SK, 
VN, 
CZ, 
MC, 
GN, 
NA, 
TM, 
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CZ, 
HR, 
LK, 
NA, 
SG, 
VC, 
CY, 
LV, 
GA, 
MZ, 
TJ, 



DK, 
ID, 
LS, 
NI, 
SL, 
ZA, 
DE., 
NL, 
GQ, 
SD, 
AP, 



BA, BB, BG, BR, BW, BY, BZ, CA, CH, 
DM, DZ, EC, EE, EG, ES, FI , GB, GD, 
IL, IN, IS, JP, KE, KG, KM, KN, KP, 
LT, LU, LV, LY, MA, MD, MG, MK, MN, 
NO, NZ, OM, PG, PH, PL, PT, RO, RS , 
SM, SV, SY, TJ, TM, TN, TR, TT, TZ, 
ZM, ZW- 

DK, EE, ES, FI, FR, GB, GR, HU, IE, 
PL, PT, RO, SE, SI, SK, TR, BF, BJ, 
GW, ML, MR, NE, SN, TD, TG, BW, GH, 
SL, SZ, TZ, UG, ZM, ZW, AM, AZ, BY, 
EA, EP, OA 

20070406 FR 2005-52985 20050930 
FR 2005-52985 A 20050930 

The invention concerns microparticle systems with modified release of oral 
active principle ( s) . The invention aims at providing a novel 
multimicroparticle galenic system operating in accordance with a dual 
time-dependent and pH-dependent release mechanism, which enables the 
following three parameters to be adjusted independently of one another: 
(a) the latent period preceding the release of the active principle in the 
stomach; (b) the pH triggering the release of the active principle in the 
intestine; (c) the release speed of the active principle. This is 
achieved through the use of coated microparticles made from particles of 
active principle each coated with two coating films A and B. Film A 
comprises: film-forming (co)polymer (Al) insol . in fluids of the 
gastrointestinal tract, Et cellulose (co)polymer (A2) soluble in fluids of 
the gastrointestinal tract, plasticizing polyvinylpyrrolidone (A3), and 
castor oil and optionally a surfactant and/or magnesium stearate lubricant 
(A4) . Film B comprises a hydrophilic polymer (Bl) bearing ionized groups 
with neutral pH (Eudragit L100-55) and a hydrophobic compound (B2) 
(Lubritab) . Metformin hydrochloride and povidone were dissolved in water 
and spray-dried over neural microspheres. The microspheres were then 
coated to obtain prolonged- release metformin microparticles. 
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AB Provided are immediate or prolonged administration of certain salts of 
KATP channel openers such as diazoxide to a subject to achieve novel 
pharmacodynamic, pharmacokinetic, therapeutic, physiol., metabolic and 
compositional outcomes in the treatment of diseases or conditions 
involving KATP channels. Also provided are pharmaceutical formulations, 
methods of administration and dosing of the salts that achieve these 
outcomes and reduce the incidence of adverse effects in treated 
individuals. Further provided are method of co-administering the salts 
with other drugs to treat diseases of humans and animals. 
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OTHER SOURCE(S): MAR PAT 146:163111 

AB The invention relates to an active substance combination comprising at 

least one substituted pyrazoline compound of formula I, and at least one 
anti-addictive compound, a medicament comprising said active substance 
combination, a pharmaceutical formulation comprising said active substance 



combination and the use of said active substance combination for the 
manufacture of a medicament. Compds . of formula I. wherein Rl and R2 are 
independently (un) substituted Ph; R3 is (un) substituted (un) saturated 
(hetero)cyclyl, (un) substituted phenyl; and their stereoisomers, 
enantiomers, diastereoisomer , racemates, mixture of stereoisomer, mixture of 
diastereoisomers, mixture of enantiomers, pharmaceutical^ acceptable salts, 
solvates and N-oxides, thereof, are claimed. Example compound II was prepared 
by condensation of 4-chlorobenzaldehyde with Et pyruvate; the resulting 
trans-4- (4 -chlorophenyl ) -2 -oxo- 3 -butenoic acid underwent cyclization with 
2 , 4-dichlorophenylhydrazine hydrochloride to give 5- (4 -chlorophenyl ) -1- 
(2, 4-dichlorophenyl) -4, 5-dihydropyrazole-3 -carboxylic acid, which 
underwent chlorination to give the corresponding acid chloride, which 
underwent amidat ion with 1-aminopiperidine to give compound II. All the 
invention compds. were evaluated for their CB1 and CB2 receptor affinity. 
From the assay, it was determined that compound II exhibited 93 % inhibition at 
10-6 M concentration and a Ki value of < 25 nM against CB1, and 33 % inhibition 
(10-6 M) and > 1000 nM against CB2 . 
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AB There is provided a method for preparing an orally disintegrating tablet 
(ODT) composition comprising microparticles of one or more 
taste-masked active pharmaceutical ingredients, rapidly-dispersing 
microgranules, and other optional, pharmaceutically acceptable excipients 
wherein the ODT disintegrates rapidly with saliva in the buccal cavity 
forming a smooth, easy- to- swallow suspension. Furthermore, the 



microparticles (crystals, granules, beads or pellets containing one or 
more actives) with a taste-masking membrane applied by a modified solvent 
coacervation process comprising a water- insol . polymer and at least one 
gastrosol . inorg. or organic pore-former, exhibit a pleasant taste when 
placed in the oral cavity and provide rapid, substantially-complete 
release of the dose on entry into the stomach. Thus, microgranules were 
prepared containing cetirizine hydrochloride hydrochlororide 20 %, microcryst. 
cellulose 70 % and Methocel K100LV at 10 % were granulated. The 
microgranules (700 mg) obtained above were microencapsulated using 
ethylcellulose 300 g and calcium carbonate 150 g. 
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AB The invention provides for a rapid absorption pharmaceutical composition 
comprising an effective amount of at least one selective 5- 
HT agonist, at least one spheronization aid and at least 

one solubility enhancer. The composition of the invention is incorporated into 

microparticles, which may be subsequently taste-masked and 

incorporated into a variety of dosage forms for administration to a 

patient suffering from migraine. Uncoated microparticles 

contained sumatriptan succinate 30; glyceryl palmitostearate 65, and 

Macrogol fatty acid esters (Gelucire 50/13) 5%. 



=> d his 



(FILE 'HOME' ENTERED AT 09:00:02 ON 22 AUG 2007) 



FILE f MEDLINE , EMBASE, BIOSIS, BIOTECHDS, SCISEARCH, HCAPLUS , NTIS, 
LIFESCI' ENTERED AT 09:00:33 ON 22 AUG 2007 



LI 


159646 


S 


"5-HT" 


L2 


8299 


S 


LI (W) (AGONIST? OR STIMULAT? OR ENHANC?) 


L3 


81995 


s 


MIGRAINE 


L4 


461 


s 


L2 AND L3 


L5 


14302 


s 


SUMATRIPTAN? 


L6 


192 


s 


L4 AND L5 


L7 


42565 


s 


MICROPARTICL? 


L8 


1 


s 


L6 AND L7 


L9 


1 


s 


L5 (W)L7 


L10 


192 


s 


L4 AND L5 


Lll 


39 


s 


PHARMACEUTICAL AND L10 


L12 


73 


s 


GLYCERYL (W) PALM I TOS TE ARATE ? 


L13 


1 


s 


Lll AND L12 


L14 


4 


s 


L2 AND L7 


LI 5 


4 


DUP REM L14 (0 DUPLICATES REMOVED) 



=> s triptan and 112 

L16 0 TRIPTAN AND L12 

=> dup rem 16 

PROCESSING COMPLETED FOR L6 

LI 7 181 DUP REM L6 (11 DUPLICATES REMOVED) 

=> s 112 and 117 

L18 1 L12 AND L17 

=> d ibib 



LI 8 ANSWER 1 OF 1 HCAPLUS COPYRIGHT 2007 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 

PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2004 : 6814 07 HCAPLUS 
141:195316 

Rapid absorption selective 5-HT 
agonist formulations 

Mezaache, Naima; Mezaache, Djelila; Frisbee, Steve; 

Maes, Paul 

USA 

U.S. Pat. Appl. 
CODEN: USXXCO 
Patent 
English 
1 



Publ . , 4 5 pp. 



PATENT NO. KIND DATE APPLICATION NO. DATE 



US 


2004162333 




Al 




20040819 




US 2004- 


779784 




20040218 


AU 


2004212976 




Al 




20040902 




AU 2004- 


212976 




20040218 


CA 


2514875 






Al 




20040902 




CA 2004- 


2514875 




20040218 


WO 


2004073632 




A2 




20040902 




WO 2004- 


US4572 




20040218 


wo 


20040736 


32 




A3 




20041118 
















W: 


AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, BW, 


BY, 


BZ, CA, CH, 






CN, 


CO, 


CR, 


CU, 


cz, 


DE, 


DK, 


DM, 


DZ, 


EC, 


EE , EG , 


ES, 


FI, GB, GD, 






GE, 


GH, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, KG, 


KP, 


KR , KZ , LC , 






LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


MN, MW, 


MX, 


MZ, NA, NI 




RW: 


BW, 


GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


SD, 


SL, 


SZ, 


TZ, UG, 


ZM, 


ZW, AT, BE, 






BG, 


CH, 


CY, 


cz, 


DE, 


DK, 


EE, 


ES, 


FI, 


FR, 


GB, GR, 


HU, 


IE, IT, LU, 






MC, 


NL, 


PT, 


RO, 


SE, 


SI, 


SK, 


TR, 


BF, 


BJ, 


CF, CG, 


CI, 


CM, GA, GN, 






GQ, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG 












EP 


1594470 






A2 




20051116 




EP 2004- 


712297 




20040218 




R: 


AT, 


BE, 


CH, 


DE, 


DK, 


ES, 


FR, 


GB, 


GR, 


IT, 


LI, LU, 


NL, 


SE, MC, PT, 






IE, 


SI, 


LT, 


LV, 


FI, 


RO, 


MK, 


CY, 


AL, 


TR, 


BG, CZ, 


EE, 


HU, SK 


JP 


2006523620 




T 




20061019 




JP 2006- 


503623 




20040218 



MX 2005PA08838 A 20060217 MX 2005-PA8838 20050819 

NO 2005004015 A 20050916 NO 2005-4015 20050830 

PRIORITY APPLN. INFO. : US 2003-447741P P 20030219 

WO 2004-US4572 W 20040218 



=> d his 



(FILE 'HOME' ENTERED AT 09:00:02 ON 22 AUG 2007) 

FILE 'MEDLINE, EMBASE, BIOSIS, BIOTECHDS ,. SCISEARCH, HCAPLUS, NTIS, 
LIFESCI' ENTERED AT 09:00:33 ON 22 AUG 2007 



LI 


159646 


S 


"5-HT" 


L2 


8299 


s 


LI (W) (AGONIST? OR STIMULAT? OR 


L3 


81995 


s 


MIGRAINE 


L4 


461 


s 


L2 AND L3 


L5 


14302 


s 


SUMATRIPTAN? 


L6 


192 


s 


L4 AND L5 


L7 


42565 


s 


MICROPARTICL? 


L8 


1 


s 


L6 AND L7 


L9 


1 


s 


L5 (W)L7 


L10 


192 


s 


L4 AND L5 


Lll 


3 9 


s 


PHARMACEUTICAL AND L10 


L12 


73 


s 


GLYCERYL (W) PALMITOSTEARATE? 


L13 


1 


s 


Lll AND L12 


L14 


4 


s 


L2 AND L7 


L15 


4 


DUP REM L14 (0 DUPLICATES REMOVED) 


L16 


0 


S 


TRIPTAN AND L12 


L17 


181 


DUP REM L6 (11 DUPLICATES REMOVED) 


L18 


1 


S 


L12 AND L17 



=> s 117 and spheroniz? 

LI 9 1 LI 7 AND SPHERONIZ? 

=> d ibib 



LI 9 ANSWER 1 OF 1 HCAPLUS COPYRIGHT 2 007 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 

PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2004:681407 HCAPLUS 
141:195316 

Rapid absorption selective 5-HT 
agonist formulations 

Mezaache, Naima; Mezaache, Djelila; Frisbee, Steve; 

Maes, Paul 

USA 

U.S. Pat. Appl. Publ., 45 pp. 

CODEN: USXXCO 

Patent 

English 

1 



PATENT 


NO. 




KIND 


DATE 




APPLICATION NO. 




DATE 


US 


2004162333 




Al 




20040819 




US 2004-779784 




20040218 


AU 


2004212976 




Al 




20040902 




AU 2004-212976 




20040218 


CA 


2514875 




Al 




20040902 




CA 2004-2514875 




20040218 


WO 


2004073632 




A2 




20040902 




WO 2004-US4572 




20040218 


WO 


2004073632 




A3 




20041118 












W: 


AE, AG, 


AL, 


AM, 


AT, 


AU, AZ, 


BA, 


BB, BG, BR, BW, 


BY, 


BZ, CA, CH, 






CN, CO, 


CR, 


CU, 


cz, 


DE, DK, 


DM, 


DZ, EC, EE, EG, 


ES, 


FI, GB, GD, 






GE, GH, 


GM, 


HR, 


HU, 


ID, IL, 


IN, 


IS, JP, KE, KG, 


KP, 


KR , KZ , LC , 






LK, LR, 


LS, 


LT, 


LU, 


LV, MA, 


MD, 


MG, MK, MN, MW, 


MX, 


MZ, NA, NI 




RW; 


; BW, GH, 


GM, 


KE, 


LS, 


MW, MZ, 


SD, 


SL, SZ, TZ, UG, 


ZM, 


ZW, AT, BE, 






BG, CH, 


CY, 


cz, 


DE, 


DK, EE, 


ES, 


FI, FR, GB, GR, 


HU, 


IE, IT, LU, 



MC, NL, PT, RO, SE, SI, SK, TR, BF, BJ, CF, CG, CI, CM, GA, GN, 

GQ, GW, ML, MR, NE , SN, TD, TG 

EP 1594470 A2 20051116 EP 2004-712297 20040218 

R: AT, BE, CH, DE, DK, ES , FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 

IE, SI, LT, LV, FI, RO, MK, CY, AL, TR, BG, CZ, EE, HU, SK 

JP 2006523620 T 20061019 JP 2006-503623 20040218 

MX 2005PA08838 A 20060217 MX 2005-PA8838 20050819 

NO 2005004015 A 20050916 NO 2005-4015 20050830 

PRIORITY APPLN. INFO.: US 2003-447741P P 20030219 

WO 2004-US4572 W 20040218 



:> d 117 170-180 ibib ab 



L17 ANSWER 170 OF 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE : 



AUTHOR (S) : 



CORPORATE SOURCE: 



SOURCE : 



PUBLISHER: 
DOCUMENT TYPE 
LANGUAGE : 
AB 



Rotterdam, Rotterdam, 
(1997) , 6 (Headache 



181 HCAPLUS COPYRIGHT 2 007 ACS on STN 
1997 : 656562 HCAPLUS 
127 :302791 

Pharmacological overview of new 5-HT1D receptor 
agonists in development for the acute treatment of 
migraine 

Saxena, Pramod; Ferrari, Michel D.; De Vries, Peter; 
Villalon, Carlos M. 
Dep. Pharmacol., Erasmus Univ. 
Neth. 
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A review, with 60 refs. The available data suggest that the 
pharmacodynamic properties of the new 5-HT1D receptor agonists, such as 
zolmitriptan, MK-462, naratriptan, BMS-180048, and alniditan, are not too 
different of those of sumatriptan. However, the 
pharmacokinetics of these drugs may offer some advantage over 
sumatriptan with respect to the onset of action after oral 
administration and, perhaps, a lower headache recurrence. The paucity of 
available data makes a sound assessment of their full clin. potential 
difficult at this time. 
REFERENCE COUNT: 60 THERE ARE 60 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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Recent PET studies performed in humans during migraine attacks 
revealed a 'spreading depression- like ' oligemia in the occipital cortex 
during the aura phase and a region of increased blood flow in the 
brainstem during the headache phase. Animal models were established to 
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AB 



test new migraine drugs. A number of 5-HT 

agonists, the so-called 1 triptans » , will be available in future 
besides sumatriptan to treat acute migraine attacks. 
Migraine prophylaxis is. still hampered by the fact that we do not 
understand the action of drugs used for this purpose and do not have an 
animal model. Nevertheless, new substances were introduced recently into 
the prophylaxis of migraine. 
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AB MDL 74 , 721 (R) -2- (Nl , Nl -dipropylamino) - 8-methylaminosulf onylmethyl- 1 , 2,3,4- 
tetrahydronaphthalene, a sulf onamidotetralin, has been found to exhibit a 
10000-fold greater potency in neurogenic vs. vascular models of 
migraine. Sumatriptan, a relatively pure 5-HT1D/5-HT1B 
.. receptor agonist, also showed higher potency vs. neurogenic inflammation. 
However, for sumatriptan, the potency difference (100 -fold) in 
the two pathophysiol . models was less- pronounced than seen for MDL 74,721. 
The affinity profile of MDL 74,721 at 5-HT1 receptor subtypes may in part 
explain its ability to differentiate these two physiol. responses. MDL 
74,721 demonstrated nanomolar affinity for 5-HT1A (12.7 nM) and 5-HT1D 
(41.3 nM) but considerably lower affinity for 5-HT1B receptors (>1000 nM) . 
Serotonin- like activity was seen in in vitro functional assays including 
inhibition of forskolin- stimulated cAMP accumulation in human 5-HT1D 
receptor-transf ected fibroblasts or eliciting vasoconstriction in isolated 
human pial arteries. The intrinsic activity (relative to 5 -HTEAmax) and 
affinity (pD2) for the human cerebrovascular 5-HT receptors were: 5-HT 
(100%, 7.51), sumatriptan (94%, 6.85) and MDL 74,721 (66%, 
5.70). In anesthetized cats, treatment with MDL 74,721 resulted in a 
dose-related reduction in the percentage of carotid flow going through the 
arteriovenous anastomoses to the lungs, with an ED50 of 0.3 mg/kg i.v., 
the same as sumatriptan. However, in the guinea-pig neurogenic 
model, MDL 74,721 inhibited plasma protein extravasation with an ED50 of 
• 0.023 ug/kg compared to 2 . 5 ug/kg for sumatriptan. MDL 
74,721 was also effective in this model (in rats) after oral 
administration. In conclusion, MDL 74,721 demonstrates a preclin. profile 
consistent with anti-migraine efficacy. Its marked preference 
for inhibiting neurogenic inflammation makes this compound a useful tool for 
assessing the relative contribution of this pathophysiol. mechanism to the 
human disease state. 
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International journal of clinical pharmacology research, 
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5-HT is currently indicated to play a role in migraine (M) . 
Previously evidenced 5-HT supersensitivity which characterizes M is 
insufficient to compensate for a possible deficit in 5-HT bioavailability. 
Inducing a further up- regulation of 5-HT receptor can yield improvement of 
M syndrome. Chronic treatments of methysergide and propranolol, drugs 
exerting antagonist action at 5-HT receptors, induced a significant 
amelioration in 256M sufferers. On the contrary, chronic treatments of 
ergotamine and sumatriptan, both provided with a 5-HT1 agonist 
activity, induced a worsening of M in 134 M sufferers. The M worsening 
was paralleled by an increase in consumption of analgesic drugs. 
Discussion concerns the effects of the chronically given 5- 
HT agonists and antagonists as well as the possible 

receptor mechanism underlying "craving for serotonin" in severe M. The 
increase of 5-HT supersensitivity evidenced at the end of M attacks is 
also discussed and its role in determining the interruption of the attack 
is here suggested. 
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6- Substituted-l, 2,3, 4- tetrahydro- 9H-carbazoles and 

7- substituted-10H-cyclohepta [7, 6-b] indoles useful as 
5-HT1F receptor agonists. 

Flaugh, Michael Edward; Kiefer, Anton Daniel, Jr.; 
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EP 749962 

R: AT, 

CA 2179678 
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APPLICATION NO. 
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The invention provides novel agonists of the serotonin 5-HT1F receptor of 
formula I [Rl, R2 = H, CI -4 alkyl, or CH2CH2-Aryl where Aryl = Ph, 
monohalophenyl, or 1- (Cl-6 alkyl ) -pyrazol-4 -yl ; X = OH, NHC(0)R3, 
NHC ( : Y) NHR4 , NHCOOR5 , COR6 or NHS02R7 ; R3 = Cl-6 alkyl, C2-6 alkenyl, C3-8 
cycloalkyl, Ph, substituted Ph, naphthyl, phenylalkyl, thienylmethyl , or 
heterocyclyl; R4 = Cl-6 alkyl, Ph,. dihalophenyl ; R5 = Cl-6 alkyl, C2-6 
alkenyl, monohalobenzyl , monohalophenyl; R6 = Cl-6 alkyl, Ph, 



monohalophenyl , monoalkoxyphenyl ; R7 = NMe2, monohalophenyl , 
monoalkylphenyl; m = 0 or 1 ; n = 1 or 2 ; and Y = S or 0; and 
pharmaceutical]^ acceptable salts and hydrates thereof, providing: X 

* OH when m = 0, n = 1, and Rl and R2 = H or Cl-6 alkyl; and R3 • 

* Cl-6 alkyl when m = 0, n = 1, and Rl and R2 = H or Cl-6 alkyl] . I 
are useful for a variety of purposes, and particularly in a method of 
inhibiting neuronal protein extravasation without causing 
vasoconstriction, i.e., for treatment of migraine. Approx. 115 
synthetic examples and 11 formulation examples are given. For instance, 
6- [ (tert-butoxycarbonyl) amino] -3- (dimethylamino) -9- ( triisopropylsilyl ) - 

1, 2 , 3 , 4-tetrahydro-9H-carbazole (preparation given) underwent a sequence of 
desilylation (83%), followed by removal of the BOC group and amidation 
with 4-FC6H4COC1 (95%), to give title compound II. Sumatriptan 
and 5 other compds . were assayed against various 5-HT receptor subtypes, 
and for inhibition of protein extravasation in rats. The highest 
correlation factor with extravasation (0.94) was found for the 5-HT1F 
receptor subtype. I are said to show high oral bioavailability, rapid . 
onset, long duration of action, high potency, and high selectivity for the 
IF subtype, avoiding complications due to vasoconstriction (no data) . 
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AB A review with 232 refs. Serotonin (5-hydroxytryptamine) is an important 
biogenic amine that fulfills the role of neurotransmitter and 
neuromodulator. It has been a focus of interest during the last decade. 
Its diversity of pharmacol . actions is related to a wide variety of 
receptors and effector mechanisms. Seven serotonin receptor families have 
been identified thus far. They are genetically different transmembrane 
proteins composed of several hundred amino acids. The majority of these 
are G-protein-coupled, except the 5-HT3 receptors, which are directly 
ligand gated to fast ion channels. Serotonin is widely distributed in the 
body within the central and peripheral nervous systems, smooth muscles, 
and platelets, in particular. Consequently, its effects manifest mainly 
in these organs and influence a wide variety of neural, vascular, smooth 
muscle, and platelet functions. (Melatonin, a physiol. active metabolite 
of serotonin, is also instrumental in affecting many neural and hormonal 
functions.). Several selective agonists and particularly many selective 
antagonists have been developed for serotonin, which helped the serotonin 
receptor subtype classification. Some of these drugs are also used 
therapeutically in the treatment of migraine (eg, 
sumatriptan, which is a 5-HT1 receptor agonist) , vascular 

disorders (5-HT2 antagonists), and nausea and vomiting .(5-HT3 antagonists, 
eg, dolasetron, granisetron, ondansetron, and tropisetron) , and have been 
investigated in gastrointestinal motility disorders (5-HT4 antagonists) 
and behavioral psychopathologies (5-HT1 agonists and 5-HT2-4 antagonists) . 
Serotonin reuptake inhibitors are of particular clin. importance in the 
treatment of psychol . illnesses. Future use of these drugs is also 
envisioned in the treatment of certain types of pain syndromes. Awareness 
of the serotonergic drugs and the recognition of possible drug 
interactions among drugs that influence serotonergic mechanisms in humans 
are becoming increasingly important in the practice of anesthesiol. 
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Sumatriptan is the first selective serotonin (5- 
HT) agonist, which in numerous clinical trials proved to 
be a potent drug in the treatment of migraine and cluster 

headache and received approval for these indications in several countries. 

It is the first anti-migraine drug to act receptor-specific and 

has introduced a new era of headache treatment. Initially suspected as a 

potent anti-migraine drug because of its ability to constrict 

cerebral arteries, recent evidence indicates that its beneficial effects 

might be due to a blockade of neurotransmitter release and 

neurotransmission. Besides providing the physician with another helpful 

tool in the treatment of headache, sumatriptan provides further 

insight into the pathophysiology of headache. The article reviews the 

current knowledge of pharmacology, mechanism and clinical trials. 
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Sumatriptan is a serotonin (5-HT) 

agonist that is highly selective for the 5-HT1D receptor subtype. 

A subcutaneous form of the drug was recently approved by the FDA for the 

acute treatment of migraine attacks, with or without aura. 
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According to results of trials reviewed in this Focus, 70 to 80% of 
patients with migraine treated with subcutaneous 

sumatriptan reported a significant reduction of headache severity 
within 2 hours of administration compared with 20 to 30% of placebo 
recipients. The subcutaneous form of the drug has also been shown to be 
efficacious even when administered several hours after migraine 
onset. Few adverse reactions are associated with the drug's use'. 
Migraine recurrence- reported in up to 46% of patients within 24 to 
48 hours after initial response to treatment- requires further study and 
comparison with standard agents. Additional trials of subcutaneous 
sumatriptan versus standard antimigraine agents, such as ergot 
alkaloids, are needed to determine its efficacy and safety in the acute 
treatment of migraines and cluster headaches. 
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^ABSTRACT IS AVAILABLE IN THE ALL AND I ALL FORMATS* 
AB We have studied the regional distribution of 5-hydroxytryptamine (5-HT) 

receptor subtypes in fresh circular segments of human cerebral, middle 
meningeal, and temporal arteries. Vasomotor responses induced by a series 
of 5-HT agonists and antagonists with some 

degree of selectivity were studied by using a sensitive in vitro system. 

Nine 5-HT agonists were examined for 
contractile effects on the arteries. In cerebral and meningeal arteries 
5-carboxamidotryptamine (5-CT) was more potent than 5-HT. The opposite 
order of potency (5-HT-5-CT). was found in temporal arteries. In the 
cerebral arteries 5-methoxytryptamin (5-MeOHT) was more potent than 
sumatriptan while sumatriptan was more potent than 
5-MeOHT in meningeal and temporal arteries. 

The 5-HT1 receptor antagonist, methiothepin, competitively antagonized 
5-CT- induced contractions in cerebral arteries, with a pA2 value of 9.05. 
5-HT-induced contractions were competitively antagonized by ketanserin 
(5-HT2) in the temporal arteries pA2 value of 9.06). Methiothepin and 
ketanserin had non- competitive antagonistic effects in the middle 
meningeal arteries. The 5-HT3 selective antagonist ondansetron did not 
cause, any shift of the contractions induced by 2-methyl-5-HT in the 
temporal, cerebral and middle meningeal arteries. 

These results suggest that the cerebral arteries mainly contain 5-HT1D 
or 5-HTl-like receptors, and the temporal artery 5-HT2 receptors; the data 
further indicate the presence of both receptor subtypes in the middle 
meningeal artery. 
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* ABSTRACT IS AVAILABLE IN THE ALL AND I ALL FORMATS* 
The results of the very first large-scale placebo-controlled 
dose-response trial with the novel selective 5-hydroxytryptaminel-like 
(5HTl-like) receptor agonist sumatriptan are presented. We 
studied the efficacy and tolerability of subcutaneous injections of 1 mg, 
2 mg and 3 mg of sumatriptan in alleviating migraine 

attacks in a double-blind, placebo-controlled, parallel-group, multicentre 

clinical trial. Six-hundred and ninety patients were randomized and 685 

received study medication. At 30 min, reduction of headache severity to 

mild or none (primary efficacy endpoint) was achieved in 22% (95% CI: 

15-28%) of placebo- treated patients and in 39% (CI: 31-46%) of patients 

treated with 1 mg sumatriptan, 44% (CI: 36-51%) treated with 2 

mg sumatriptan and 55% (CI: 48-63%) treated with 3 mg 

sumatriptan. Differences from placebo were 17% (CI: 8-27%) for 1 

mg sumatriptan, 22% (CI: 13-32%) for 2 mg sumatriptan 

and 34% (CI: 24-44%) for 3 mg sumatriptan (p < 0.001 for all 

three comparisons) . Other migraine symptoms were also more 

effectively treated by sumatriptan than by placebo. 

Subsequently, an open- label 3 mg dose subcutaneous sumatriptan 

was given to partial or non-responders . Thirty minutes after this open 

dose the response rate to sumatriptan had improved to between 70 

and 80%. Adverse events after sumatriptan were minor and 

short-lived. We conclude that subcutaneous sumatriptan is well 

tolerated in doses up to 3 + 3 mg and may rapidly abort migraine 

attacks. 
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AB The mechanism of action of antimigrainous drugs remains controversial. 
Antimigraine drugs belong to several pharmacological: analgesic and 
non-steroidal antiinflammatory agents, ergot alkaloids, beta-blocking 
drugs... Sumatriptan, a serotoninergic (5 HT 

) agonist, is a new drug recently shown to be effective in the 
migraine crisis. The discrepancies on the mechanism of action of 
antimigrainous drugs are explained by the lack of experimental models, 
definitive pathophysiological mechanisms as well as the multiple sites of 
action of ergot alkaloids (on alpha, 5 HT and dopamine receptors) . Recent 
binding studies indicate that drugs used in the acute treatment could act 
through activation of 5 HT ID and/or 5 HT 1A receptors. Prophylactic 
drugs exhibit common antagonistic properties on 5 HT 2 and/or 5 HT 1A 
receptors. Finally, one can suggest that antimigraine drugs act through a 
"final common pathway" involving 5 HT and/or noradrenergic (NA) neurons. 
These two aminergic hypotheses are not opposite since the relationships 
between 5 HT and NA neurons are well characterized. These new 
pharmacological investigations could lead to rational development of new 
drugs. 
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AB The invention provides for a rapid absorption pharmaceutical composition 

comprising an effective amount of at least one selective 5- 

HT agonist, at least one spheronization aid and at least 

one solubility enhancer. The composition of the invention is incorporated into 
microparticles, which may be subsequently taste-masked and incorporated 
into a variety of dosage forms for administration to a patient suffering 
from migraine. Uncoated microparticles contained 
sumatriptan succinate 30, glyceryl palmitostearate 65, and 
Macrogol fatty acid esters (Gelucire 50/13) 5%. 



=> e mezaache n/au 



El 


1 


MEZAACHE E L/AU 


E2 


2 


MEZAACHE EL HACENE/AU 


E3 


0 


--> MEZAACHE N/AU 


E4 


2 


MEZAACHE NAIMA/AU 


E5 


6 


MEZAAL M/AU 


E6 


2 


MEZAAL MOHAMMED A/AU 


E7 


5 


' MEZAAL T J/AU 


E8 


1 


MEZAARRAU C/AU 


E9 


26 


MEZABASSO L/AU 


E10 


1 


MEZABERNARDINO H/AU 


Ell 


8 


MEZAC M/AU 


E12 


1 


MEZACALIX A/AU 


= > s e4 






L21 


2 


"MEZAACHE NAIMA" /AU 


=> e mezaache d/au 


El 


2 


MEZAACHE A/AU 


E2 


1 


MEZAACHE A L/AU 


E3 


0 


--> MEZAACHE D/AU 


E4 


2 


MEZAACHE DJELIL/AU 


E5 


3 


MEZAACHE DJELILA/AU 


E6 


4 


MEZAACHE E/AU 


E7 


1 


MEZAACHE E L/AU 


E8 


2 


MEZAACHE EL HACENE/AU 



E9 2 MEZAACHE NAIMA/AU 

E10 6 MEZAAL M/AU 

Ell 2 MEZAAL MOHAMMED A/AU 

E12 5 MEZAAL T J/AU 

=> s e4-e5 

L22 5 ("MEZAACHE DJELIL"/AU OR "MEZAACHE DJELILA" /AU) 



frisbee s/au 

1 FRISBEE ROBERT HENRY/AU 

1 FRISBEE ROGER/AU 

4 FRISBEE S/AU 

17 FRISBEE S E/AU 
32 FRISBEE S J/AU 

1 FRISBEE S M/AU 

1 FRISBEE S S/AU 

2 FRISBEE STEPHANIE/AU 
16 FRISBEE STEPHANIE J/AU 

2 FRISBEE STEVE/AU 

1 FRISBEE STEVEN/AU 

18 FRISBEE STEVEN E/AU 



= > s e 3 - el2 

L23 94 ("FRISBEE S"/AU OR "FRISBEE S E"/AU OR "FRISBEE S J"/AU OR "FRIS 

BEE S M"/AU OR "FRISBEE S S"/AU OR "FRISBEE STEPHANIE " /AU OR 
"FRISBEE STEPHANIE J"/AU OR " FRISBEE STEVE "/AU OR "FRISBEE STEVEN 
"/AU OR "FRISBEE STEVEN E"/AU) 



= > e 


maes p/au 




El 


6 


MAES 


E2 


2 


MAES 


E3 


360 


— > MAES 


E4 


14 


MAES 


E5 


1 


MAES 


E6 


3 


MAES 


E7 


2 


MAES 


E8 


2 


MAES 


E9 


2 


MAES 


E10 


17 


MAES 


Ell 


5 


MAES 


E12 


5 


MAES 



OLIVIER C/AU 

OLIVIER CHARLES ANTOINE/AU 

P/AU 

P C/AU 1 

P C J M/AU 

P J/AU 

PASCAL/AU 

PATRICIA/AU 

PATTIE/AU 

PAUL/AU 

PAUL J/AU 

PAUL JOSE/AU 



= > s e3 

L24 3 60 "MAES P"/AU 

=> d his 

(FILE 'HOME' ENTERED AT 09:00:02 ON 22 AUG 2007) 

FILE 1 MEDLINE , EMBASE, BIOSIS, BIOTECHDS , SCISEARCH, HCAPLUS, NTIS, 
LIFESCI' ENTERED AT 09:00:33 ON 22 AUG 2007 



LI 


159646 


S 


"5-HT" ■ 


L2 


8299 


S 


LI (W) (AGONIST? OR STIMULAT? OR ENHANC?) 


L3 


81995 


S 


MIGRAINE 


L4 


461 


S 


L2 AND L3 


L5 


14302 


S 


SUMATRIPTAN? 


L6 


192 


S 


L4 AND L5 


L7 


42565 


s 


MICROPARTICL? 


L8 


1 


S 


L6 AND L7 


L9 


1 


s 


L5 (W)L7 


L10 


192 


S 


L4 AND L5 


Lll 


39 


S 


PHARMACEUTICAL AND L10 


L12 


73 


s 


GLYCERYL (W) PALMITOSTEARATE? 


L13 


1 


s 


Lll AND L12 



L14 
L15 
L16 
L17 
L18 
L19 
L2 0 

L21 

L22 

L23 

L24 



4 S L2 AND L7 

4 DUP REM L14 (0 DUPLICATES REMOVED) 

0 S TRIPTAN AND L12 

181 DUP REM L6 (11 DUPLICATES REMOVED) 

1 S L12 AND L17 

1 S L17 AND SPHERONIZ? 

1 S L17 AND (MACROGOL (3W) ESTER) 
E MEZAACHE N/AU 

2 S E4 

E MEZAACHE D/AU 

5 S E4-E5 

E FRISBEE S/AU 
94 S E3-E12 

E MAES P/AU 
360 S E3 



=> s 121 or 122 or 123 or 124 

L25 458 L21 OR L22 OR L23 OR L24 

=> s 13 and 125 

L26 1 L3 AND L25 



=> d ibib ab 

L2 6 ANSWER 1 OF 1 HCAPLUS COPYRIGHT 2 007 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE : 

INVENTOR (S) : 

PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2004 : 681407 HCAPLUS 
141:195316 

Rapid absorption selective 5-HT agonist formulations 
Mezaache, Naima; Mezaache, Djelila 
; Frisbee, Steve; Maes, Paul 
USA 

U.S. Pat. Appl. Publ., 45 pp. 

CODEN: USXXCO 

Patent 

English 

1' 



PATENT NO. KIND DATE APPLICATION NO. DATE 



US 


2004162333 




Al 




20040819 




US 2004- 


779784 




20040218 


AU 


2004212976 




Al 




20040902 




AU 2004- 


212976 




20040218 


CA 


2514875 






Al 




20040902 




CA 2004- 


2514875 




20040218 


WO 


2004073632 




A2 




20040902 




WO 2004- 


US4572 




20040218 


WO 


2004073632 




A3 




20041118 
















W: 


AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, BW, 


BY, 


BZ, CA, CH, 






CN, 


CO, 


CR, 


CU, 


CZ, 


' DE, 


DK, 


DM, 


DZ, 


EC, 


EE, EG, 


ES, 


FI, GB, GD, 






GE, 


GH, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP/ 


KE, KG, 


KP, 


KR, KZ, LC, 






LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


MN, MW, 


MX, 


MZ, NA, NI 




RW: 


BW, 


GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


SD, 


SL, 


SZ, 


TZ, UG, 


ZM, 


ZW, AT, BE, 






BG, 


CH, 


CY, 


CZ, 


DE, 


DK, 


EE, 


ES, 


FI, 


FR, 


GB, GR, 


HU, 


IE, IT, LU, 






MC, 


NL, 


PT, 


RO, 


SE, 


SI, 


SK, 


TR, 


BF, 


BJ, 


CF, CG, 


CI, 


CM, GA, GN, 






GQ; 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG 












EP 


1594470 






A2 




20051116 




EP 2004- 


712297 




20040218 




R: 


AT, 


BE, 


CH, 


DE, 


DK, 


ES, 


FR, 


GB, 


GR, 


IT, 


LI, LU, 


NL, 


SE,.MC, PT, 






IE, 


SI, 


LT, 


LV, 


FI, 


RO, 


MK, 


CY, 


AL, 


TR, 


BG, CZ, 


EE, 


HU, SK 


JP 


2006523620 




T 




20061019 




JP 2006- 


503623 




20040218 


MX 


2005PA08838 




A 




20060217 




MX 2005- 


PA8838 




20050819 


NO 


2005004015 




A 




20050916* 




NO 2005- 


4015 




20050830 



PRIORITY APPLN. INFO. : US 2003-447741P P 20030219 

WO 2004-US4572 W 20040218 

AB The invention provides for a rapid absorption pharmaceutical composition 
comprising an effective amount of at least one selective 5-HT agonist, at 
least one spheronization aid and at least one solubility enhancer. The 

composition 



of the invention is incorporated into microparticles , which may be 
subsequently taste-masked and incorporated into a variety of dosage forms 
for administration to a patient suffering from migraine. 
Uncoated microparticles contained sumatriptan succinate 30, glyceryl 
palmitostearate 65, and Macrogol fatty acid esters (Gelucire 50/13) 5%. 
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AB This invention relates to pharmaceutical compns. comprising at 

least one analgesic and anti-inflammatory compound(s) that inhibits both 
cyclooxygenase (COX) and lipooxygenase (LOX) as active agent in 
combination with at least one another active agent (s) optionally with 
other pharmaceutical^, acceptable excipients is provided. Also described 
are process for preparation of such compns. and method of using such compns. 
for the management of inflammation and pain and/or other associated 
disorders. Thus, tablet was prepared containing licofelone 200 mg, nimesulide 
100 mg, AvicelPH 101 50 mg, lactose monohydrate 35 mg, starch 1500 30 mg, 
sodium lauryl sulfate 20 mg, croscarmellose sodium 15 mg, silicone dioxide 
5 mg, starch 20 mg, magnesium stearate 5 mg, talc 5 mg and purified water 
as needed. 
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AB Pharmaceutical compns . and method using aminergic compds . and 

complement compds. are provided comprising: (a) a subef f icacious amount of a 
non-adrenergic aminergic compound or of an adrenergic antagonist; and (b) a 
safe and effective amount of a complement compound Methods are also provided 
comprising the administration of: (a) a low dose of a non-adrenergic 
aminergic compound or any adrenergic antagonist; and (b) a safe and 
effective amount of a complement compound Non-adrenergic aminergic compds. 
can comprise a histaminergic, dopaminergic, muscarinergic , serotoninergic , 
octopaminergic, or trace aminergic compound Complement compds. include 
ascorbates, opioids, polycarboxylic acid chelators, resveratrols, 
cysteines, substituted derivs . and analogs thereof, and mixts. thereof. 
Preferred complements include ascorbates, particularly ascorbic acid. 
Methods include the treatment of neurol . and neural disorders; mood and 
behavior disorders; cardiac, vascular, and cardiovascular disorders; 
hypertension, headache; respiratory disorders; gastrointestinal disorders; 
obesity; asthma, allergy; smooth muscle contraction disorders; nasal or 
nasopharyngeal conditions; genitourinary disorders; ocular disorders, 
glaucoma; and hormone- or neurotransmitter-release or -secretion 
disorders . 
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AB The present invention relates to oral pharmaceutical compns. 

comprising an analgesic agent and providing controlled release of the 
agent for improved treatment and prevention of pain and pain- related 
conditions, such as pain-related sleep disturbance. The invention is 
particularly concerned with self -administered compns. The composition 
comprises two or more analgesic agents, i.e., a combination of an 
antimigraine agent and a nonsteroidal ant i- inflammatory drug, or a 
tricyclic antidepressant and a GABA agonist. For example, a composition 
comprised a combination of amitriptyline and gabapentin. 
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AB The present invention relates to pharmaceutical compns . of 5-HT1 

agonist. More particularly, the present invention relates to uncoated 
tablets of sumatriptan succinate. The present invention also 
relates to a process for the preparation of uncoated tablets of 
sumatriptan succinate. Tablets of sumatriptan contained 
Dicalcium phosphate 140.00 mg. 
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MARPAT 144:331434 
[Al and A2 independently = bond or CR13R14, where one of 
Al and A2 is optionally absent; Bl and B4 independently = C when double 
bond present, CR1 or N; B2 and B3 independently = bond, CR1R2, CO, CS, O, 
S, etc., where one of B2 and B3 is optionally absent; Dl and D2 
independently = O, S, S02, CR1R2 , CO, etc.; T, U and V independently = 
=C(RD- and =N- , wherein at least one of T, U, and V = =C(R1)-; W, X, Y, 
and Z = bond, CR1R2 , CS, O, etc.; Rl and R2 = H, (un) substituted alkyl, 
cycloalkyl, alkynyl, etc.; R4 = H, (un) substituted alkyl ,. benzyl , etc.; 
R5a, R5b, and R5c = H, alkyl, alkoxy, halo, etc.; R6 = H, (un) substituted 
alkyl, cycloalkyl, etc.; R13 and R14 = H, OH, halo, and (un) substituted 
alkyl; m = 1 or 2; n = 1 or 2], and their pharmaceutically acceptable 
salts, useful as antagonists of calcitonin gene-related peptide (CGRP). 
receptors and useful in the treatment or prevention of diseases in which 
the CGRP is involved, such as headache, migraine and cluster 
headache. Thus, e.g., II was prepared by reaction of ( - ) -5 ' -amino- 3 - 
methylspiro [imidazolidine-4 , 2 ' -indane] -2, 5-dione (preparation given) with 
sodium (2, 5-dioxo-5, 6 -dihydro-4H- imidazo [1, 5, 4-de] quinoxalin- 

1 (2H)yl) acetate (preparation given). I demonstrated activity as antagonists of 
the CGRP receptor with Ki or IC50 values generally less than about 50 
}M. The invention is also directed to pharmaceutical compns . 
comprising these compds. and the use of these compds. and compns. in the 
prevention or treatment of such diseases in which CGRP is involved. 
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[Al and A2 independently = bond or CR13R14, where one of 
Al and A2 is optionally absent; B = (un) substituted bicycloheterocycle ; J 
= =C(R6a)-; CR13R14 , and CO; K = =C(R6b), CR13R14 , CO, etc.; R4 = H, 
(un) substituted alkyl, benzyl, etc.; R5a, R5b, and R5c = H, alkyl, alkoxy, 
halo, etc.; R6a and R6b independently = H, OH, halo, (un) substituted 
alkyl, etc.; R13 and R14 = H or (un) substituted alkyl; m = 1 or 2; n = 1 
or 2] , and their pharmaceutical^ acceptable salts, useful as antagonists 
of calcitonin gene-related peptide (CGRP) receptors and useful in the 
treatment or prevention of diseases in which the CGRP is involved, such as 
headache, migraine and cluster headache. Thus, e.g., II was 
prepared by reaction of 5 -amino- 1 , 3-dihydro-2 ' H, 5 ' H-spiro [indene-2 , 3 ' - 
pyrrolidine] -2 5 ' -dione (preparation given) with 5-amino-l,3- 
dihydrospiro [indene-2, 3 ' -pyrrolo [2 , 3 -b] pyridin] -2 ' (l'H) -one (preparation 
given) . I demonstrated activity as antagonists of the CGRP receptor with 
Ki or IC50 values generally less than about 50 uM. The invention is 
also directed to pharmaceutical compns . comprising these compds. 
and the use of these compds. and compns. in the prevention or treatment of 
such diseases in which CGRP is involved. 
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[Al and A2 independently = bond or CR13R14, where one of 
Al and A2 is optionally absent; Bl and B4 independently = C when double 
bond present, CR1 or N; B2 and B3 independently = bond, CR1R2, CO, CS, O, 
S, etc., where one of B2 and B3 is optionally absent; Dl and D2 
independently = 0, S, S02 , CR1R2 , CO, etc.; J = =C(R6a)-; CR13R14, 
K = =C(R6b), CR13R14, CO, etc.; T, U and V independently = =C(R1)- 
=N-, wherein at least one of T, U, and V = =C(R1)-; W, X, Y, and Z 
CR1R2, CS, 0, etc.; Rl and R2 = H, (uh) substituted alkyl, cycloalkyl, 
alkynyl, etc.; R4 = H, (un) substituted alkyl, benzyl, etc.; R5a, R5b, and 
R5c = H, alkyl, alkoxy, halo, etc.; R6a = H, OH, halo, CN, (un) substituted 
alkyl, etc.; R13 and R14 = H, OH, halo, and (un) substituted alkyl; m = 1 
or 2; n = 1 or 2], and their pharmaceutical^ acceptable salts, useful as 
antagonists of calcitonin gene-related peptide (CGRP) receptors and useful 
in the treatment or prevention of diseases in which the CGRP is involved, 
such as headache, migraine and cluster headache. Thus, e.g., II 
was prepared by reaction of ( - ) -5-amino-l, 3-dihydrospiro [indene-2 , 3 ' - 
pyrrolo[2,3-b]pyridin] -2' (l'H)-one (preparation given) with lithium 
(4-oxo-2a, 3,4, 5- tetrahydropyrrole [4,3, 2-de] quinolin-1 (2H) -yl) acetate 
(preparation given) . I demonstrated activity as antagonists of the CGRP 
receptor with Ki or IC50 values generally less than about 50 jaM. The 
invention is also directed to pharmaceutical compns . comprising 
these compds. and the use of these compds. and compns. in the prevention 
or treatment of such diseases in which CGRP is involved. 
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( DE 2004-102004063753A 20041229 
The invention discloses a process for the treatment or prevention of 
indications which are selected from among the group comprising headaches, 
migraine and cluster headaches, the process comprising the joint 
administration of a therapeutically effective amount of a selected CGRP 
antagonist (A), a physiol. acceptable salt thereof or a hydrate of the 
salt and a therapeutically effective amount of a second or third active 
anti-migraine medicament (B) , particularly sumatriptan 
, zolmitriptan, or dihydroergotamine , or a physiol. acceptable salt 
thereof, as well as the corresponding pharmaceutical compns . and 
the preparation thereof. A variety of formulations are included. 
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^ABSTRACT IS AVAILABLE IN THE ALL AND I ALL FORMATS* 
Eletriptan is a new selective serotonin agonist approved for the 
treatment of acute migraine headaches. To review the 
pharmacologic, pharmacodynamic, pharmacokinetic, safety, and clinical 
efficacy data for eletriptan, we searched the literature in 
PubMed/MEDLINE, EMBASE, International Pharmaceutical Abstracts, 
and Science Direct databases to gather all published reports from January 
1996-October 2004. All English- language reports (abstract or full trial 
reports) about the pharmacology, pharmacokinetics, clinical efficacy, and 
safety of eletriptan were reviewed. Eletriptan' s pharmacokinetic and 
pharmacodynamic parameters translate into a favorable safety and efficacy 
profile. The drug is rapidly absorbed when administered orally, has good 
bioavailability and central nervous system penetration due to its 
lipophilicity, and has a long half-life, which contributes to its ability 
to prevent recurrent headaches. Compared with other serotonin agonists, 
eletriptan has a longer duration of action and greater lipophilicity 
Eletriptan is metabolized through the cytochrome P450 3A4 system; 



COUNTRY OF AUTHOR 
SOURCE : 

PUBLISHER: 

DOCUMENT TYPE: 
LANGUAGE : 
REFERENCE COUNT: 
ENTRY DATE: 



AB 



therefore, it does have the potential for clinically significant drug 
interactions. In clinical trials, eletriptan demonstrated . efficacy 
superior to that of placebo and similar or superior efficacy to that of 
other serotonin agonists, with limited adverse effects. With clinical 
use, headache and pain- free responses and headache recurrence rates were 
similar to those of other serotonin agonists, but the agent is superior to 
ergotamine tartrate-caf f eine . Based on pharmacoeconomic data, eletriptan 
is more cost-effective than other agents in its class. Eletriptan is a 
safe and cost-effective option for the treatment of migraine 
headaches . 
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Pharmaceuticals for delivering 5- 
HT agonists across the oral mucosa 
Singh, Nikhilesh N. 

Transoral Pharmaceuticals, Inc., USA 

PCT Int. Appl. , 77 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT NO. 



KIND 



DATE 



WO 2005018565 
WO 2005018565 



APPLICATION NO. 



WO 2004-US27156 



DATE 



20040818 



A2 20050303 

A3 20050602 

W: AE, AG, AL, AM, AT, AU, AZ, BA, BB, BG, BR, BW, BY, BZ, CA, CH, 

CN, CO, CR, CU, CZ, DE, DK, DM, DZ, EC, EE, EG, ES, FI , GB, GD, 

GE, GH, GM, HR, HU, ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ,,LC, 

LK, LR, LS, LT, LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ, NA, NI , 

NO, NZ, OM, PG, PH, PL, PT, RO, RU, SC, SD, SE, SG, SK, SL, SY, 

TJ, TM, TN, TR, TT, TZ, UA, UG, US., UZ, VC, VN, YU, ZA, ZM, ZW 

RW: BW, GH, GM, KE, LS, MW, MZ, NA, SD, SL, SZ, TZ, UG, ZM, ZW, AM, 

AZ, BY, KG, KZ, MD, RU, TJ, TM, AT, BE, BG, CH, CY, CZ, DE, DK, 

EE, ES, FI, FR, GB, GR, HU, IE, IT, LU, MC, NL, PL, PT, RO, SE, 

SI, SK, TR, BF,' BJ, CF, CG, CI, CM, GA, GN, GQ, GW, ML, MR, NE, 



SN, TD, TG 
AU 2004266731 
CA 2535803 
EP 1656102 



Al 20050303 AU 2004-266731 20040818 

Al 20050303 CA 2004-2535803 20040818 

A2 20060517 EP 2004-781773 20040818 

R: AT, BE, CH, DE, DK, ES , FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 

IE, SI, LV, FI, RO, MK, CY, AL, TR, BG, CZ, EE, HU, PL, SK, HR 



CN 1842317 A 20061004 

JP 2007502839 T 20070215 

IN 2006KN00615 A 20070803 

US 2007059254 Al 20070315 
PRIORITY APPLN. INFO.: 



CN 2004-80023867 
JP 2006-524083 
IN 2006-KN615 
US 2006-567658 
US 2003-560748P 
US 2004-598672P 
WO 2004-US27156 



P 
P 
W 



20040818 
20040818 
20060316 
20061027 
20030821 
20040803 
20040818 



AB The present invention provides novel compns . for the delivery of a 
5-hydroxytryptamine (5-HT) agonist across 

the oral mucosa. In particular, the buffer system in the compns. of the 
present invention raises the pH of saliva to a pH >9.9, thereby 
facilitating the substantially complete conversion of the 5- 
HT agonist from its ionized to its unionized form. As a 
result, the dose of 5-HT agonist is rapidly 

and efficiently absorbed by the oral mucosa. Furthermore, delivery of the 
5-HT agonist across the oral mucosa 

advantageously bypasses hepatic first pass metabolism of the drug and avoids 
enzymic degradation of the drug within the gastrointestinal tract . Methods 
for using the compns. of the present invention for treating 



migraines are also provided. Thus, a lozenge formulation 
contained Na2C02 14.000, NaHC03 23.000, sumatriptan 9.000. 
Mannogem EZ 40.000, Sorbogem-712 80.000, MgO 63.400, flavor 6.500, 
Sucralose 1.100, Si02 5.500, and Mg stearate 7.500 mg. 
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Preparation of benzodiazepine CGRP receptor 
antagonists 

Burgey, Christopher S.; Stump, Craig A.; Williams, 
Theresa M. 

Merck Sc Co., Inc., USA 

PCT Int. Appl., 86 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT NO. 



KIND DATE 



WO 2005000807 
WO 2005000807 
W: 



APPLICATION NO. 



WO 2004-US20206 



DATE 



20040624 



RW: 



A2 20050106 

A3 20060105 

AE, AG, AL, AM, AT, AU, AZ , BA, BB, BG, BR, BW, BY, BZ, CA, CH, 

CN, CO, CR, CU, CZ, DE, DK, DM, DZ, EC, EE, EG, ES , FI , GB, GD, 

GE, GH, GM, HR, HU, ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ , LC, 

LK, LR, LS, LT, LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ, NA, NI , 

NO, NZ, OM, PG, PH, PL, PT, RO, RU, SC, SD, SE, SG, SK, SL, SY, 

TJ, TM, TN, TR, TT, TZ , UA, UG, US, UZ , VC, VN, YU, ZA, ZM, ZW 

BW, GH, GM, KE, LS , MW, MZ, NA, SD, SL, SZ, TZ, UG, ZM, ZW, AM, 

AZ, BY, KG, KZ, MD, RU, TJ, TM, AT, BE, BG, CH, CY, CZ, DE, DK, 

EE, ES, FI, FR, GB, GR, HU, IE, IT, LU, MC, NL, PL, PT, RO, SE, 

SI, SK, TR, BF, BJ, CF, CG, CI, CM, GA, GN, GQ, GW, ML, MR, NE, 



SN, TD, TG 
AU 2004252150 
CA 2529227 
EP 1641781 



Al 20050106 AU 2004-252150 20040624 

Al 20050106 CA 2004-2529227 20040624 
A2 20060405 EP 2004-776996 20040624 

R: AT, BE, CH, DE, DK, ES , FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 

IE, SI, LT, LV, FI, RO, MK, CY, AL, TR, BG, CZ, EE, HU, PL, SK, HR 



CN 1812982 A 20060802 

JP 2007516182- T 20070621 

US 2006148790 Al 20060706 

US' 7196079 B2 20070327 
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CN 2004-80017952 
JP 2006-517597 
US 2005-562298 



20040624 
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P 
W 
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US 2003-482674P 
WO 2004-US20206 
CASREACT 142:114110; MARPAT 142:114110 
Title compds. I [Rl = H, alk (en/yn) yl , etc.; R2 = H, alkyl, cycloalkyl, 
etc.'; R7 = H, alk (en/yn) yl , etc.; W = O, amino, alkyl; X = C, S; Y = O, 
NCN, etc.; R3 = H, alkyl, CN, etc.; R6 = H, alkyl, cycloalkyl, etc.; G-J = 
N, N-alkyl, etc.] are prepared For instance, II is prepared from 
(R) - 3 -amino- 1- ethyl- 2 -oxo- 5 -phenyl- 2, 3 -dihydro- 1H- 1 , 4 -benzodiazepine 
oxalate, p-nitrophenylchlorof ormate and 3 - (piperidin-4-yl) - 3 , 4- 
dihydroquinazolin-2 (1H) -one hydrochloride. Compds. I exhibit affinity for 
the CGRP receptor with an IC50 of less than 50uM. I, alone or in 
combination with other agents, are useful for the treatment of diseases in 
which the CGRP is involved, such as headache, migraine and 
cluster headache. 
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CN, CO, CR, CU, CZ, DE, DK, DM, DZ, EC, EE, EG, ES, FI , GB, GD, 
GE, GH, GM, HR, HU, ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, 
LK, LR, LS, LT, LU, LV, MA, .MD, MG, MK, MN, MW, MX, MZ , NA, NI , 
NO, NZ, OM, PG, PH, PL, PT, RO, RU, SC, SD, SE, SG, SK, SL, SY, 
TJ, TM, TN, TR, TT, TZ, UA, UG, US, UZ, VC, VN, YU, ZA, ZM, ZW 
BW, GH, GM, KE, LS , MW, MZ, NA, SD, SL, SZ, TZ, UG, ZM, ZW, AM, 
AZ, BY, KG, KZ, MD, RU, TJ, TM, AT, BE, BG, CH, CY, CZ, DE, DK, 
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A2 20060726 EP 2004-801018 20041112 
R: AT, BE, CH, DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 
IE, SI, LT, LV, FI, RO, MK, CY, AL, TR, BG, CZ, EE, HU, PL, SK, 
HR IS YU 

'iNFO.: US 2003-519243P P 20031112 

WO 2004-US37783 . W 20041112 
A method is disclosed of treating a migraine headache comprising 
administration of at least one serotonin agonist and isovaleramide, 
a-Me isovaleramide, or mixts. thereof to a patient suffering from a 
migraine. Method involves at least one serotonin agonist that is 
selected from the group consisting of sumatriptan, eleptriptan, 
naratriptan, rizatriptan, zolmitriptan, almotriptan, f rovatriptan, 
ergotamine, an ergotamine derivative, and mixts. thereof. 
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Topical therapy for the treatment of migraines 
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Aung-Din, Ronald 

USA 
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AB The invention is directed to topical formulations and methods of treating 
a migraines and/or cluster headaches, muscle sprains, muscle 
spasms, spasticity, tension headaches, tension related migraines 
and related conditions associated with muscle tension and pain with a 
therapeutically effective amount of an ergot alkaloid, skeletal muscle 
relaxant, serotonin agonist, combinations thereof, pharmaceutical^ 
acceptable salt thereof, prodrugs thereof or derivative thereof. 
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USA 
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AT, AU, AZ, BA, BB, BG, BR, BW, BY, BZ, CA, CH, 

CZ, DE, DK, DM, DZ, EC, EE, EG, ES, FI , GB, GD, 

HU, ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, 

LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ , NA, NI 

LS, MW, MZ, SD, SL, SZ, TZ , UG, ZM, ZW, AT, BE, 
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SE, SI, SK, TR, BF, BJ, CF, CG, CI, CM, GA, GN, 

NE, SN, TD, TG 
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AB The invention provides 
composition comprising 



20061019 JP 2006-503623 20040218 

20060217 MX 2005-PA8838 20050819 

20050916 NO 2005-4015 20050830 

US 2003-447741P P 20030219 

WO 2004-US4572 W 20040218 
for a rapid absorption pharmaceutical 
an effective amount of at least one selective 5- 



HT agonist, at least one spheronization aid and at least 

one solubility enhancer. The composition of the invention is incorporated into 

microparticles, which may be subsequently taste-masked and incorporated 

into a variety of dosage forms for administration to a patient suffering 

from migraine. Uncoated microparticles contained 

sumatriptan succinate 30, glyceryl palmitostearate 65, and 

Macrogol fatty acid esters (Gelucire 50/13) 5%. 
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Treatment of migraine headaches with 
sumatriptan in pregnancy 

Hilaire, Michelle L. ; Cross, L. Brian; Eichner, 
Samantha F. 

University of Tennessee Family Practice Center, 
Memphis, TN, USA 

Annals of Pharmacotherapy (20.04), 38 (10), 1726-1730 
CODEN: APHRER; ISSN: 1060-0280 
Harvey Whitney Books Co. 
Journal; General Review 
English 

A review on treatment of migraine headaches with 

sumatriptan during pregnancy. Studies and reports were located in 
' International Pharmaceutical Abstrs . (1970-Sept. 2003) and 
MEDLINE (1966-wk 3 Sept. 2003). Research has been performed to evaluate 
the risk of teratogenesis after sumatriptan exposure in pregnant 
patients. Data have been collected in areas including placental 
transmission of sumatriptan, prospective pregnancy registries, 
open- labeled and controlled prospective studies, and a retrospective 
prescription-linked study. As of August 6, 2004, no randomized controlled 
trials have been conducted with exposure to sumatriptan during 
pregnancy. Teratogenesis occurs in approx. 150 000 births per yr which 
represents an incidence of 3-5%. Available literature to date indicates 
that exposure to sumatriptan during pregnancy has no addnl . risk 
of birth defects compared with the incidence in the general population. 
REFERENCE COUNT: 2 0 THERE ARE 2 0' CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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Efficacy of 1,000 mg Effervescent Acetylsalicylic Acid 
and Sumatriptan in Treating Associated 
Migraine Symptoms 

Diener, H. C; Eikermann, A.; Gessner, U. ; Goebel, H.; 
Haag, G. ; Lange, R. ; May, A.; Mueller-Schwef e , G.; 
Voelker, M. 

Department of Neurology, University of Essen, Essen, 
Germany 

European Neurology (2004), 52(1), 50-56 
CODEN: EUNEAP; ISSN: 0014-3022 
S. Karger AG 
Journal 
English 

Recently a new effervescent acetylsalicylic acid (ASA) tablet with high 
buffering capacity has been developed. In this double-blind, 3-arm, 
multicenter, parallel-group study, 433 patients were treated either with • 
1,000 mg effervescent ASA or 50 mg encapsulated sumatriptan or 
placebo. The primary endpoint was the percentage of patients with 
complete remission of the 3 accompanying symptoms nausea, photophobia and 
phonophobia within 2 h after intake of the study drug. 43.8% Of patients 
treated with ASA, 43.7% of patients treated with sumatriptan and 
30.9% of patients treated with placebo showed complete remission of all 3 
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accompanying symptoms (p < 0.05 for ASA and sumatriptan vs. 
placebo) . Both active treatments were superior to placebo regarding the 
individual symptoms photophobia and phonophobia, but not for nausea. The 
percentage of patients with reduction in headache severity from moderate or 
severe to mild or no pain (secondary objective) was 49.3% for ASA, 48.8% 
for sumatriptan and 32.9% for placebo. All active treatments 
were superior to placebo (p < 0.05). 25.3, 24.4 and 14.5% of patients 
treated with ASA, sumatriptan or placebo were pain free at 2 h. 
Drug-related adverse events were reported in 3.9, 4.7 and 6.7% of patients 
treated with placebo, ASA or sumatriptan. The study showed that 
administration of effervescent ASA leads to remission of the 
migraine symptoms nausea, photophobia and phonophobia, reduces 
migraine headache and is comparable to sumatriptan. 
REFERENCE COUNT: 21 THERE ARE 21 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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AB The present invention relates to a pharmaceutical composition for 

oral administration capable of rapid disintegration and dispersion within 
the gastrointestinal tract comprising a 5HT-1 receptor agonist as active 
ingredient (e.g., sumatriptan) , in particular a composition in 
solid-dosage form that is intended to be swallowed, and methods of 
treatment of cephalic pain, especially migraine, using such composition 
Thus, tablet contained sumatriptan succinate 140, dibasic 
calcium phosphate 140, microcryst. cellulose 3.5, croscarmellose sodium 
15, NaHC03 30, and Mg stearate 1.5 mg/ tablet. 
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AB The invention provides a method for the treatment or prevention of 
headache, migraine, or cluster headache, which involves the 
common administration of a therapeutically effective amount of 1- [N2 
- [3 , 5-dibromo-N- [ [4- ( 3 , 4 -dihydro- 2 (1H) -oxoquinazoline- 3 -yl ) -1 
piperidinyl] -carbonyl] -D-tyrosyl] -L-lysyl] -4- (4 -pyridinyl) -piperazine 
[BIBN4096BS] , or a physiol. acceptable salt thereof, and a therapeutically 
effective amount of a second active antimigraine medication, in particular 
sumatriptan, zolmitriptan, or dihydroergotamine , or a physiol. 
acceptable salt thereof. Pharmaceutical compns . and production 
thereof are also provided. 
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AB 



The invention 



A method for treating or preventing migraines comprises 
administration of an NR2B receptor antagonist (no data) . 
also encompasses the combination of an NR2B antagonist with a 
cyclooxygenase-2 selective inhibitor, a calcitonin gene-related peptide 
receptor (CGRP) ligand, a leukotriene receptor antagonist, or a 5HT1B/1D 



give 



agonist for the treatment or prevention of migraines. Thus, 

4 -hydroxybenzoic acid, 1-hydroxybenzotriazole hydrate, benzyl 

4- (aminomethyl) piper idine-l-carboxylate (preparation given), and Et3N in DMF 

were treated with l-ethyl-3- (3 -dimethylaminopropyl) carbodiimide 

hydrochloride and the mixture allowed to stir at room temperature for 18 h to 

4- [ ( 4 -hydroxybenzoylamino) methyl] piperidine- 1-carboxylic acid benzyl 
ester. 
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AB A review. The human 5-HT1B and 5-HT1D receptors are especially similar in 
se q uence despite being encoded by two distinct genes. Although, human 
5-HT1B and 5-HT1D receptors have been pharmacol. differentiated using 
nonselective 5-HT1B/D receptor antagonists such as ketanserin (1), 
ritanserin (2) and methiothepin (3), the precise function of these 
receptors remains undefined, and progress toward this has been hampered by 
the lack of selective ligands. The interest of the major 
pharmaceutical companies in 5-HT1B/1D antagonists increased by the 
discovery of potent and selective tools, combined with the fact that the 
blockade of terminal 5-HT1B receptors by selective antagonists has been 
proposed as a new approach for more efficient and/or fast-acting 
antidepressant drugs, since the acute blockade of these 5-HT autoreceptors 
will, in theory, immediately mimic their desensitization . Furthermore, it 
has been also suggested that supersensitive 5-HT1B/1D receptors may be 
involved in the pathophysiol . of obsessive compulsive disorders (OCD) . In 
the 5-HT1B/1D agonist field, since the discovery of sumatriptan 
(26) (a 5-HT1B/1D receptor agonist) as an effective treatment for 
migraine headache, intensive research in this area has led to 
several second-generation compds . , a few of which have either entered the 
market place or are in late clin. trials. Beside the antimigraine 
activity of the 5-HT1B/1D agonists in clin. evaluation or already on the 
market, other potential therapeutic evaluations (such as gastric motor 
effect, bipolar disorder, autism, anti-aggressive effects) with these 
drugs are being investigated. This article highlights and reviews the 
research advances published in the 5-HT1B/1D antagonist and agonist 
literature. The article is supplemented with selected refs. on the 
design, synthesis and development of novel 5-HT1B/1D agents, and on 
studies to understand their mechanism and pathophysiol. Emphasis is given 
to recent advances in the potential therapeutic applications of 5-HT1B/1D 
serotonergic agents. By no means has any attempt been made to 
exhaustively review the literature but rather, primary refs. along with 
citations to recent literature reviews have been included in each section. 

REFERENCE COUNT: 85 THERE ARE 85 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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AB Methods, kits, apparatus, and compns . for inhibiting cephalic inflammation, 
including meningeal inflammation and cerebral inflammation for example, in 
a human patient are provided. The treatment is for acute cerebral 
neurovascular disorders resulting in acute migraine and other 
painful episodes. The methods comprise intranasally administering to the 
patient a pharmaceutical composition comprising a local anesthetic, 
and preferably a .long-acting local anesthetic ingredient. A composition useful 
for practicing the methods of the invention is described which comprises 
at least one local anesthetic in a pharmaceutical^ acceptable carrier, 
wherein the composition if formulated for intranasal delivery. A kit 
comprising the composition and an intranasal applicator is also included in the 
invention. Apparatus for delivering or applying the compns. of the invention 
or for performing the methods of the invention are also described. 
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AB Methods, kits, apparatus, and compns . for inhibiting cephalic inflammation, 
including meningeal inflammation and cerebral inflammation for example, in 
a human patient are provided. The methods comprise intranasally 
administering to the patient a pharmaceutical composition comprising 
a local anesthetic, and preferably a long-acting local anesthetic 
ingredient. A composition useful for practicing the methods of the invention 
is described which comprises at least one local anesthetic in a 
pharmaceutical^ acceptable carrier, wherein the composition is formulated for 
intranasal delivery. A kit comprising . the composition and an intranasal 
applicator is also included in the invention. Apparatus for delivering or 
applying the compns. of the invention or for performing the methods of the 
invention are also described. Ropivacaine was dorsonasally administered 
to individual patients experiencing head pain, other symptoms, or both, 
believed to be associated with an acute migraine episode. 
Dorsonasally administered ropivacaine rapidly inhibited of 
migraine in 92% of the ambulatory patients, as evidenced by an average 
90% reduction in perceived pain within one hour, usually within 15 min or 
less. Symptoms of nausea and photophobia associated with acute 
migraine episodes in patients were similarly inhibited. Rebound 
of migraine occurred in only 5.4% of patients within twenty- four 
hours of treatment . 
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MARPAT 134:66162 
The present invention relates to a method of treating migraine 
in a mammal, including a human, by administering to the mammal a 5HT1 
receptor agonist, e.g. eletriptan, rizatriptan, zolmitriptan, 
sumatriptan, and naratriptan, and caffeine in combination with 
either a cyclooxygenase- 2 (COX- 2) inhibitor or a nonsteroidal 
antiinflammatory drug (NSAID) . It also relates to pharmaceutical 
compns. containing a pharmaceutical^ acceptable carrier, a 5HT1 receptor 



agonist and caffeine with either a COX-2 inhibitor or a NSAID, . 
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MARPAT 134:80829 
The present invention relates to a method of treating migraine 
in a mammal, including a human, by administering to the mammal a 5HT1 
receptor agonist, e.g. eletriptan, rizatriptan, zolmitriptan, 
sumatriptan, and naratriptan, in combination with caffeine and a 
cyclooxygenase-2 (COX-2) inhibitor, e.g. Vioxx, ethyl (2 -benzoyl- 6-chlord- 
1H- indol- 3 -yl) acetate, (2-benzyol-6-chloro-lH-indol-3-yl) acetic acid, etc. 
It also relates to pharmaceutical compns . containing a 

pharmaceutical^ acceptable carrier, a 5HT1 receptor agonist with caffeine 
and a COX-2 inhibitor. 
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Background The triptans, selective serotonin 5-HT1B/1D agonists, are very 
effective acute migraine drugs with a well- developed scientific 
rationale. Seven different triptans will soon be clin. available, making 
evidence-based selection guidelines necessary. Triptan trials have 
similar designs, facilitating meta-anal.; this will provide a foundation 
for using triptans in clin. practice. Method We asked 
pharmaceutical companies and the principal investigators of 
company- independent trials for raw patient data of all double-blind, 
randomized, controlled, clin. trials of oral triptans in migraine 



AUTHOR (S) : 

CORPORATE SOURCE: 

SOURCE : 

PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 
AB 



We calculated summary ests. across studies for important efficacy and 
tolerability parameters, and sep. summarized direct comparator trials. 
Results 53 clin. trials (12 unpublished) involving 24089 patients, met the 
criteria for inclusion. Mean results for 100 mg sumatriptan 
were 59% (95% CI 57-60) for 2 h headache response (improvement from 
moderate or severe to mild or no pain); 29% (27-30) for 2 h pain free 
(improvement to no pain); 20% (18-21) for sustained pain free (pain free 
by 2 h and no headache recurrence or use of rescue medication 2-24 h post 
dose) ; and 67% (63-70) for consistency (response in at least two of three 
treated attacks); placebo- subtracted proportions for patients with at 
least one adverse event (AE) were 13% (8-18), for at least one central 
nervous system AE 6% (3-9), and for at least one chest AE 1-9% 
(1-0-2-7). Compared with these data, 10 mg rizatriptan 

showed better efficacy and consistency, and similar tolerability; 80 mg 
eletriptan showed better efficacy, similar consistency, but lower 
tolerability; 12-5 mg almotriptan showed similar efficacy at 2 h 
but better other results; 2 • 5 mg naratriptan and 20 mg eletriptan 
showed lower efficacy and (the first two) better tolerability; 2-5 
mg and 5 mg zolmitriptan, 40 mg eletriptan, and 5 mg rizatriptan showed 
very similar results. The results of the 22 trials that directly compared 
triptans show the same overall pattern. We received no data on 
f rovatriptan, but publicly available data suggest lower efficacy. 
Interpretation At marketed doses, all oral triptans were effective and 
well tolerated. 10 mg rizatriptan, 80 mg eletriptan, and 12-5 mg 
almotriptan provide the highest likelihood of consistent success. 
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AB A combination of 


a 5HT1B/1D agonist 


and a 


cyclooxygenase-2 


(COX- 2) 



selective inhibitor is useful in the treatment and/or prevention of 
migraine. The 5HT1B/1D agonist is selected from 
sumatriptan, naratriptan, zolmitriptan, eletriptan, 'almotriptan, 
and rizatriptan, and the COX-2 inhibitor is selected from meloxicam, 
MK-663, Vioxx, RS 57067, celecoxib, and compound I. The 5HT1B/1D agonist 
and COX-2 inhibitor are administered combined in a single dosage form or 
as sep. dosage forms administered concurrently. Tablets containing 5 and 10 
mg of rizatriptan benzoate and 10 mg Vioxx were prepared 
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MARPAT 132:318049 
A method for the treatment of migraine in a mammal, including a 
human, based on a pharmaceutical composition comprising a 5-HT1 
receptor agonist in combination with metoclopramide or administering the 
5-HT1 receptor orally and metoclopramide i.v. is described. The 5-HT1 
receptor agonist is selected from eletriptan, rizatriptan, 
sumatriptan, and naratriptan, but nor zolmitriptan . The 5-HT1 
receptor agonist is administered in an amount of 1-400 mg per day and 
metoclopamide is administered in an amount of 5-125 mg per kg per day. A 
method for enhancing pharmacokinetics of eletriptan for treatment of 
migraine comprises administration of eletriptan with 
metoclopramide. 
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AB The invention relates to the use of eletriptan, or a pharmaceutical^ 

acceptable salt or composition thereof, for the manufacture of a medicament 
for the 

prevention of migraine recurrence and to the use of a 5-HT1B/1D 
receptor agonist, or a pharmaceutical^ acceptable salt or composition thereof, 
for the manufacture of a dual-, sustained-, delayed-, controlled- or 
pulsed- release pharmaceutical composition for the prevention of 
migraine recurrence. A clin. example was given showing that 
eletriptan prevents migraine recurrence since when a second dose 
of eletriptan was . administered following successful treatment of an 
initial migraine, the number of patients experiencing a 
migraine recurrence was at least halved compared with placebo. 
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combination with a cyclooxygenase 2 (COX- 2) inhibitor. 
Pharmaceutical compns . are also provided. 
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MARPAT 133:329632 
A method is provided for treating migraine in a mammal, 

including a human, by administering to the mammal a 5-HT1 receptor agonist 
in combination with either a cyclooxygenase-2 (COX-2) inhibitor or a 
nonsteroidal antiinflammatory drug (NSAID) . Pharmaceutical 
compns. are also provided. 
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The use of thromboxane receptor antagonists and/or thromboxane synthetase 
inhibitors in the prophylaxis and treatment of migraine is 
described. Further described are the use of thromboxane receptor 
antagonists and/or thromboxane synthetase inhibitors together with known 
migraine palliatives such as 5-HT1 agonists, non-steroidal 
anti- inflammatory agents, and the like. Pharmaceutical compns. 
are described containing both known migraine palliatives and 
thromboxane receptor antagonists and/or thromboxane synthetase inhibitors. 
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AB A method of treating migraine in a human comprises co-timely 
administering of a therapeutically effective amount of a 5- 
HT agonist coordinated with a therapeutically effective 

amount of an analgesic, particularly a long-acting NSAID in doses below 
those ordinarily considered as min. EDs as to both 5-HT 
agonist and long- acting NSAID. Dosage forms are also included. 
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[I; Rl = H, Cl-6 alkyl, PhCH2 ; R2 , R3 = H, Cl-6 alkyl; 
R4 s Cl-6 alkyl, halo; R5 = H, OH; when Rl = H and R2 = R3 = Me then R4 
* Me3C] and their salts, solvates or hydrates, 5-HT1D receptor 
agonists useful in the treatment of CNS conditions, especially migraine 
, are claimed. Also claimed are pharmaceutical compns . containing 
I. For example, I (Rl = R5 = H, R2 = R3 = Me, R4 = Br) prepared by 
cyclocondensation of H2NCH2CH2NH2 with 4,2, 6-BrMe2C6H2CH2C ( : NH) OEt 
(obtained from 4 , 2 , 6-BrMe2C6H2CHO via benzyl ale. -> chloride -> nitrile 
-> acetimidate route) in vitro caused 50% of the maximum contraction of a 
rabbit isolated saphenous vein with EC50 9.3 mM, vs. 0.22 for 
sumatriptan. 
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CASREACT 128:204796; MARPAT 128:204796 
The invention provides substituted- 2 -amino- 1 , 2 , 3 , 4 - tetrahydrodibenzof urans 
and 2 -aminocyclohepta [b] benzofurans useful as 5-HT1F agonists. Claimed 
compds. are I [Rl, R2 = H, Cl-4 alkyl, benzyl, cc-methyl-4- 
nitrobenzyl; X = N02 , halo, OH, NH2 , -CN, NHC(0)R3, C(0)R6, NHS02R7, 
SO2NHR10; R3 = Cl-6 alkyl, C2-6 alkenyl, C3-8 cycloalkyl, (un) substituted 
Ph, naphthyl, phenyl (Cl-4 alkylene) , thienylmethyl , heterocyclyl ; R6 = OH, 
amino, Cl-6 alkoxy, PhCH20, PhO, NHR8 ; R7 , R10 = Cl-6 alkyl, Ph 
(un) substituted with one halo or Cl-4 alkyl group; R8 = Cl-6 alkyl, C2-6 
alkenyl, C3-8 cycloalkyl, (un) substituted Ph, naphthyl, heterocyclyl; m = 
1, 2] and their pharmaceutical^ acceptable salts. Pharmaceutical 
formulations of I are also claimed (2 examples) . To demonstrate the use 
of compds. I in the treatment. of migraine, their ability to bind 
to the 5-HT1F receptor subtype was determined All compds. I tested exhibited 
an IC50 at the 5-HT1F receptor of > 5 umol . 
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AB An inclusion complex comprises (a) an indole selective serotonin (5-HTID) 
agonist or a pharmaceutical^ acceptable salt thereof, for example 
sumatriptan, and (b) unsubstituted or substituted p- or 
y-cyclodextrin, for example Me p-cyclodextrin. 

Pharmaceutical compns . containing the inclusion complex and the use of 
the inclusion complex in the treatment of migraine and cluster 
headaches are also disclosed. A sumatriptan succinate-Me 
p-cyclodextrin complex was prepared 
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AB Pharmaceutical formulations comprising a 5-HT1B/1D agonist, e.g. 

rizatriptan, in combination with an anti-emetic and/or gastro-prokinetic 
agent, e.g. metoclopramide, are used for sep. or sequential use in the 
control of migraine-associated nausea and vomiting. A tablet 
contained rizatriptan benzoate 5.0, metoclopramide hydrochloride 10.0, 
modified corn starch 42.0, microcryst. cellulose 42.0, and magnesium' 
stearate 1.0 mg. 
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AB A pharmaceutical composition for the treatment of migraine 

comprises an effective amount of a local anesthetic and a 5-HT1D agonist, 
The local anesthetic is preferably benzocaine, mepivacaine, bupivacaine, 
cocaine, lidocaine, or prilocaine, while the agonist may be rizatriptan, 
sumatriptan, naratriptan, or zolmitriptan . The composition is 
preferably in a form for intranasal administration. 
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bond, CO, CS; Rl = H, alkyl, aryl, cycloalkyl, heterocyclyl , NR3R4 , or 
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32 


L15 


114 


113 and 114 
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Hits 


oearcn iext 


33 


L33 


2757 


rapid adj 
ab s o 3td t i on 


34 


L34 


12 


113 and 133 


35 


L35 


1 


129 and 134 


36 


L36 


0 


125 and 134 
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